amB*mmnt ( j p) <^ & 08 # & 9 (a) 



#51^9-208584 

(i3)iMiB W94!(19B7)8;il2B 



(Sl)liita* 
C0 7D 4n/04 
A61K 31/445 
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<54) amo«fia 







(57) (gmi 




(I) 



BEST AVAILABLE COPY 



1 




(2) 



(CH,)a-aNi- <ay B— M— ^ 



mi¥9-208584 



[«:2) 



(n) 



I^C^CHOONH- (a^)n — M— ^ 



(D* ) 



30 



iVi-(eiv>B— N-^ 

^-"^N Ml, 
j$III>f>. nU2d*4>l 2<^aft«^igRr. 

iyi-(ayn— 

II (IV) 

^IV*. n«2*»4»12<0»»t5jrr. 



40 





flaS»l~8T»««t*UTtJ:Vv/Norrt'3* 

R, R•*«-oC5:->T/^oy>'. ^ho^^v^^h 

ntt2«>i>l 2<onKS-^. 
C«7J 

R rN-(avii— N— ^ 




50 



^1*. R3&«*«<0i:&. R'«. K*»1~8T4H« 
R, R**«-ot::t->T/Noy>. ;zhoJ^«iili>h 



(3) 
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1^91 

RR'N-(agn— NH 0 



*vmc»». R*Hc«<ok», R'li. ia»i~8T^J- 

>1B*«€-*LTt,J:v^7xy:¥i/-Tn'*y-f/Hg. AS 
««Btl~8r«<WHt'*LTtivvNarA'3 

R. R'*«— OC^roT/NDy^. — hoJ!>^l^l^h 

«. n(12«>^12<oaft»qrr. 

[0001] 



(0002] 

TUA^y ' *fk) N(j»tt. PUVA 
10 «(>oTti^<. mz^T^O'T Kwami. qvukua 

27 [supple 16] 597-602. 1 995, 

mSlf.iaSL. 27 Caapple 16] 6 03-60 9. 

1995). ThM-maamMts^wxkt, th i 

•NA'/t-jlilkTh 2<NA^/t-Hn^'(9>'XO^«iMi 
r«ri>^Th2n«i2<O«aiC»0. Th2m^«> 

**fc*-»Tv^*. flSoT. Th2«B«afriiirr« 

[0003] — SftESn^b h<OM(;^SX»iS 
«&IS^«!tti: 4^8«iatt;aR:A:^3ar 0 2 4^4 

8i«i»$»r£MKiS«<£t:.«. n«£^ni«Bsa;. 

ate phaae reaction of the type I al lerByTJ^ 9 « T 
h 2^^t-in • IB*)->TV^*k»;l^ 
it&± 5lC3S:->n: {WSism. mmtS.. 2 7(5). 
564-574, 1 995) . i<Oj:d«C, The-Ht 

^S>'l4«IW:firr«r<-«3HEa<c«.B8J|.) 
50 [ 0 O 0 4 ] 4:««M^fcmiL^«1to»( 



(4) 



lfiH'9-208584 



5^^/T4. 5-c3*yy>'-4-rs>«fctT 
i±. A-j^^jwr** 1 — r yy-f-A'- 1 h— f 
v[4. 5-c] *yy>-4-rs>' (-f s**H) 
^mht ttvt<'9:Na/^to« (R^mtmiii 4 5 

34 0#. jKSn$mR4 6 8 9 3 3 8^. 5KQmflFn4 
6 98 34 89, 3KBmi«B4 9 296 249, RM« 
im385630«F, «en«NPll5 34 69059 

ii»a!¥3 - 2 6 4 5 6 29t2BB5?S<lTk>**«, fftt 

[O005] * 
X- 



10 



[0006] 

(0007] 
IftlO] 




■-OQMi-(CI^)a— N-^ 



(I) 



[ O 0 O 8 ] XfcbMW^ st«:l4/\oy>l[y 
»«foL, nilil«><»9<rWft«, ntt2«»A>120S 

(0009] < 2 ) JJB ( 1 ) (dCttOTS PMffMc^ 

(0 0 10] (3) TC^II-CilR$^£j«I(OT$FSt 
(00111 

(ftll] 

X'— coy .-iOOIH- (CH^a— H-^ 



(D) 



(00 1 2] iCII«ti, X Jl/NOyvR^tHijL, m 

(00 13] (4) TE3Sn'T35$*t«3««)T5F« 
»(*«:^«r6Jt*!>W*««|iH*r**. 40 
(00 14] 
(ftl 2] 

H,C=CBO0NII-<CH)b— W-^ 



K [001 7] 

[<ff:i3i 





(001 81 «ni«t«, nitT.tP'hl^ffmmjkfFrt, 
(00191 ( 6 ) Ti»IVt^Stfl&3Cl«>r § H8I 

[0020] 
[^14] 

iyi-(ayii~H-^ 



<iv) 




(n* ) 



(00 1 5] 3«ir«ti, nJ12*»^» 1 2<0fflR*5irf . 

(00 161 ( 5 ) Taa3€niT*s#r*3fii<ors Ka 

«*«^*Jfct*>t*>«>*gWimirrA*. 9K50 



(0021] jCIV4*, n(i2;&'4> 1 2<rm(^. 
(00 22] {7)TB*VT*Sil*3S:iOTSKI«i 

(00231 

(«:i 5] 

II (V) 




(00 24]^*f>. Rj6<*|6<Ot*. R'tt. JftMKi 



(5) 



9tll¥9-2 08584 



8 



«a»i-8T4Httil«-*UTtlv>r;P3«¥S' 
^^/PJttiA*. K«ftl-8T^HiaB6*UTt.J:vv\ 

tm-r*. nll2i)»4.1 2«rWfttii?^. 
[0 0 2 51 (8) TieSCVI"C*S*li«l<OTSHBI 

[0026] 

[fl:i6] 



10 



(YI) 



[00 271 *VI«ti. Rtt7tcm<Oki, R'tt, 

l~8TiHWB«-WLrtJ:vv\oTA';>y'r/HI, K 
1 2r"'c:^Hf>«±-'\oy>'. — haJ!>&v^ 

*V^±> h*£^Wft«*irLTt.J:V»7xy*S'rA'J» 
y-TA*. «aWH~8T'iHWBtWLT tiw^TiPa 

2T^V"tf>iK±/\ny>', r:hnJ^«v^^h^5/S 

nfct2*»4.1 20ffl8:«-iirr. 
[00 28] (9) TaaSCVIlTflRS^ListlorS H« 

[0029] 

[fl:i7i 

[0 0 3 01 acvilif. R***«<Oi:&. R tt. 
l-8T*<Wit*LT«>J:v»rA'«y-(;m. «»RR 
l~8T4WMIt*rLT<»J:Vw\orA';»y-f/H|. Jft 



J< h*i'«««*'*LTt»J:v»7x::yPrA';»y-f^|^ 

«J«1~1 2T';^-tf>«J:/\oy:^. -ho* 
*I»I4^ h^sfWftSf-WLTfc j:07xy*i^TA';> 
y-f/P«, K««l-8r^HWB«-*LT<. J: VITA'S 
#i^*A^=/k«. JIHRIIt 1 -'8r^H«il«^«-tT t i 

2r'^v^-tf>«±''Noy>'. -ha2b*v»ii^h<^s^ 

W U T t J: V » 7 X ^iA'T/l' 3 # A.;ff=/HS t 
R, R'^t-^tC^r-jT/Noy:^. ~ho 

[003 11 ( 10) ■FESCVI!IT«$*tiJCl<or5 
[0032] 

[ii:i8] 



2D 



[00 331 «Vni«ti. R*«**«t*. R'tt, «HR 

»i-8r»<Wi€r«rtTfcj:k»rA'«>'-f;w«. j» 
» 1 — 8-C««««:*LT t J: V v\orA'^!r y >f >W«, 
flaWl — 1 2T^>'-»?>'IRJL/\oy>', — ho*&n 
11^ h *i^aa»«r * LT t J: »- » 7 X :iA'r A-^ir y 
X. «»ai~l 2T''<v-tf>'aLh/Noyv. -hoti. 
iVMijt h*S<«|««:#UT t j:v»7x y ^£^r/U;> 

y-TA*, l^^«»l-8•c4>«•^^•«^LTt>i^^T/^^ 
2T''<.v-tr>'ai±>\oy>. — ho^iv^i-xh^v-H 

UaU-S^UT t J: xiiA'TA^a:* 

35^. R. R'3&«— 5tsar->T''Noy:^. :iho 

**k»tty h#>«ai»S:WLTt,J:v»3f#ia»tt-f s 

Ki>jn£-^«. ntt2«»^l 2<0BKfir^. 

[00 34]^. iCVI. AVIIC«(t«R. R'ttrs 

ySi'JiRaBiT* •) . ismtzii^ r-tf-zu. 7tnr5j-=. 

/K e/<o-f A'. ^>'V-f A-. > hJSrs^*A'#^l'. X 
40 >#a^;^/P!jJ=Jl'^ iso-7'hs^S^;frA'4J=.A', tert- 
7'h^>'>>/PrtJ:iA'. '^>'>f/l';J-^v'XrA'sfJCiA'. 7^ 
A-rSH^if*«|Hf<iil&. 

[ O O 3 5 ] ^lOft^lfeOfSamCl^^FSL a 6BK^ 
s^Ai^K. >^>':iiA'*>«!. p-hA-x 

[0036] 



(6) 



SHBMWm. mi.tIt3T<OjiitzLXWBttiZti^ • (00 37] 
V^t. * (4:19] 



IMiir9-208584 




(t) 




10 




iril-CC%>a— 
X 



cs» 




(4) 





(fi> 







ZI 




(00 381 X8(l)Ci30T, aiMHtT^i^IX 40« (0039] XS (2) fcl^JV^T. =hag|0>a7£Ua 



;5rrUX»K0^ (aHa.Ber..l918.51.1S0O) « 

■uu.1990.20.2559. J.Ned.aiai..l9B8.31.89B. J.Of 
g.Oa.. 1981.46.2455. J.AKr.aiea.Soc..l941.fi3.8SZ 

HWfiURl. as^iilf (tF*L<llM)xf-;Pr5i' 



(0040]Xli(3} (C^k^T. sCVII0)fl:^»h 
(004 1 ] XS (4 ) te*V»T. 3«VI«fl:6*«TS 



< 

1 1 

Urt-fh^i^tUV'iti^JV' ( B o c ) m^^HM^ttM 

(z) ffm^mitftm-mmtm»-hzttzX'9X 
{ 0 0 4 2 J IS ( 5 ) c4jv»T . as«rjsaw»^>s^- 

] 

[0043) XS (6)t:iiV^T, sf-h^lx-r (« 
[ 0 0 4 4 1 le ( 7 ) teiJ V >T . 

[0045] XS (8) c«v\-r. Aiii<ofl:^»/N 

DTA';«>ltk k (.(^S^SrMi (n:k sM, N. N- a 
>^>f-n^.A.Ar s H) «»», . 

Hifi*4r) ra^s-fridkcioTiCiiwfl:^ 

[ 0 0 4 6 ] XS ( 9 ) CiiV^T. jexi<oft:^4Wi^ 
nrc*»>. «ii*&v«ir«>fl:^kkttaia«« 

3ei<ofl:^t»*^k*«r**. astf 

[ 0 0 4 7 J T^SnfiT 5 HfiMHkAtir 

jdSMk tx&nAmmDKifaMmtz&^-tizt 
«, BOH. mui. snn. n 4o 

^^hnm±. mtnt. ma. «a3h. amn. jumm. 

*kLTtt. R^rn, jwuB. jmen. «« 
AiMi. mmm, »nn. 

[0048] Ai<on:*M&tf -f^oiMmwi. iFt l so 



) Mn>9— 208584 

1 2 

[0049] AI<Ofl:«4k&t^^<OKffMH2. m 
[0050] 

wem-i, Kcis. mmzx^unbdmf}»x/m 

•f*-^tt, I RX^^ hMiB*1»tt R-8 1 0» > 
H-NMR^-^^ h/Ni Varian Unity 400 MB Anwa 

[0051] (HHMl) 

4 - ra- «vyit>3f#s^^/prf{xA.Tgy) yptf 

2.4-s^^no-3-xho#y»lvo.i 98 (0. 
76 8hd1)2U^N- (^i^A^i^itA'^tCzJl') - 
l,3-ro/t5^S^SJ^0.16« (0.768H01) 
frhUx^lt.rSV5alifi. 70X:aBBsLTli|BBBI 
hUx-f-^t/TSVt-llffTW^bfctk. WtX 

•f-p:^(=mru tt« (Msso«> fli. mm^ 

7-<-fc:ftL, n^i^y-mmx^n^ < 2 : iv/ 
v) IKUiB^CJ:?. 4- £3- {Kyi^Afst'ts^i^A' 
HtZLA'TS.yiTaKA'T^y] -2-^00-3-X 
ho*>'y>'0.27g (0.65 lanl) iUfMSkt 

[0052] iH-NMR (CDC It) (n«) : 1. 
79 (2H.ni) . 3.35 (4H.m) . 5.02 (1 
H.br) . 5.18 (2H.S) . 7.15 (lH,b 
r) . 7.37 (5H.m) . 7.57 (lH.t.J-8. 
Ote) . 7.73 (IH.t. J = 7.8iiz) . 7.90 

(lH,d.J-8.4liz) . 8.21 (lH.d.J-8. 
OHz) 

[O053] {mMm2) 

3-r5y-4- r3 - (K,:^i^iiM'>^nuau=ji.'r 

4 - [3- ('*^vi?ji^3f^s^*Arj|t=A'r5>') me 
A-TSy] -2-^'oo--3-xhos(ipyy>'0.2 7 
8 (0.6 51awl) £-y^y-A'iOai(;:mifL. S 
«aHlalAMKB0.22s (0.390w9l) irlBiUE 

« ( N a< SO« ) ft, mKfrtfiBETWitcLn:. BKes^ 
y;>y/i^;»9A^irrh^^97<-lcftt. ^aojtiA 
M-jX^y-A' ( 3 0 0 : 1 v/v) ffiUS^tcJ: 9 . 3 

-r5y-4-[3- ('^vs^A'sr^s^j^/i^jffxA'r s 
y) roifrt'Tsyi -2-^'oo*yy>'0.i 2« 



<8) 



1 3 

(0.31 2boi ) t-mnexmt Lxfm. z<nhn 

{00 54] >H-NMR (COC l>} S {ptm) : 1. 
76 (2H.m) . 3.30 (2H.m) . 3.42 (2 
H.q.J-6.3iiz) . 4.21 (2H.bs) . 4.44 

(IH.br). 4.92(lH.br). 5.16(2 
H.s) . 7.30-7.39 (SH.ra) . 7.46 (2 
H.m) . 7.89 (2H.m) 

[0055] (»tM3) 

IU1 -4-»OP-lH-^5rVr4. q-r1*y 
"3-r5y-4- [3- (•O'S^il^sJ^S^^iUK-iPT 

sy) TDKA'TSyj -2-^oo^fyy>'0. 1 2 

» ( 0 . 3 1 2bo1 ) k: h UXf-/l/*;l^h*A'y- h 0. 
5 2al (3.12Hoi) 1 00T:(Sk8ftLT3. 

smmmu^. Ki&is»icsT»BtT. i- C3,- 
«>'yiM-'¥i';»/i^^r s y ) roeA'] - 4 - 

^OD- 1 H— f S^/- £4 . 5 - c 3 #y y >'0. 1 2 

s (0.304M01) tmm^miiubvzmi. z^l 

[0056] >H-NMR (CDC la) if (n«) : 2. 
24 (2H.in) . 3.36 (2H.q. J-6.4lb) . 
4.67 (2H.t. J»7.0ib) . 4.95 ( 1 H. b 
r), 5.14(2H.s). 7.3 1-7.39 (5H. 
m) . 7.6 2 (1 H.t, J«7.8llz) . 7.71 (1 
H.t. J = 7.8Hz) , 8.09 (IH.s) . 8. 1 3 

(lH,d. J»8.4liz> . 8.21 (lH.d.J = 8. 
4llz) 

[00571 (5litM4) 

1- (3-r$yyotrA>> -4— »dd-i h-^ s 

1- [3- (^vv'A^s^j&iPsKi/uTsy) roe 
A'] -4-^no-iH— ( sry [4.5-C3 
UV0.12K i 0. 3 O 4waol) tzmt*m-Wm 13 
3%1 3«l«rlDi., Sari.SBHSHiffLJt. SiS« 

trmsTwrnu mmz i n -*llM^:-^ h u 

&t^iMUctrAl;i^OD4->A'AT5BfflffiL>::. 
(Na<S04)ttmi$rlCGET««L. «tt«:i^y;»y 

^y-A—S 2%IWJ (12:6: Iv/v) 
iO. 1- (3-TSyXoeA^) -4-^DO-lH 
— f SrV[4,5-c] =^yy> .||«tt6 0« (O. 
187«<»I) f-8i«effl«ci: LTWfc. Zffii,ff)ff)j»t 

[00 58] 'H-NMR (CDaOD) * (ppa) : l. 
94 (3H.S} . 2.3 9 (2H,in) . 3.12 (2 
H.t.J=7.8Hz) . 4.82 (2H,t.J=7.2H 
z) . 7.70 (2H.m) , 7.97 (IH.d.J^S. 
OBz) . 8.27 ( IH.d. J»8.0ilz) . 8.4 1 
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(IH.s) 

[0059] itmms) 

i-(3-T5yroeA^>-iH-^g^>rr^ i; 
-cl»y'J>-4-r5v<y>^ 
1- o-rsyrbtfA') -4-^no-iH-^s 
^^y [4.5-ci*yyi/.»iiMa6 o«(o.i87 

■nl) kmSMKnSJSmiZjJtl^ A^I OalStf 

i<ti»fL/c. Efli»£-«ETamL. muk^^n^ 

10 (ZffiVL 1 N -Amci- h y •>a«7fcS»0 . Sal 

o-Tsy-rat/i') -ii\—is.ir-r[A,s- 

c] 4fyy>'-4-rS>'l lag (0.04 5 5moI) 
SrttftfiWKIIAdnp : 243-^24 5\: (iHH) ) 

[0060] IR (KBr)cr> : 3320. 317 
O. 1650 

*H-NMR (DMSO-d«} 8 (dps) : 1.93 (2 
aO H.m) . 2.57 (2H. t . J =6.6ltz) . 4.64 
(2H.t.J = 7.0te) . 6.55 (2H.S) . 7.2 
6 (IH.t. J*°7.2llz) . 7.44 (IH.t.J- 
7.4te) .7.62 ( IH.d. J«8.0Hz) .8-12 
(IH.d. J»8.0Hz) . 8.1 9 (IH.s) 

[0061] imme) 

4- r3- ftert-'r K»£^y>/t>rft:iit.T5 y) -T-ne 
;pr£yi -2-»o n-3-- Kp»yij><7>^ 
2.4-i^^oo-3-=.|«O^yy>'0.59K (2. 
4 iMBi) aVN- (tert-rh'*i/';&A'#=rt<) - 
30 1.3-TO/ti^>?TS:^0.428 (2.41»I) It 
hyxf-A'TSVl OBI*. 7 0X:«C1B»LT1. 5«> 

mnfLn:. ifflFFKyxf-A'TSi'trfracL. 
m.^^u>cm»L, *a. «»it(Natso4)ftK 

fiETiMU^. Httt^^y— A-Thy-f-jLU— hLT 
STJIL. 4 - [3- (tert-rh^Pv'XrA'iJCiArTS 

y) ToeA'Tsy] -2-^^00-3-— ho^^yy 

>'0.61s (1.60aol} SrnetlAdnp: 159 
— 1 6 ir) tLT»^. C<Ot«>0>«5e4efl(Fx— ^tt 

« [0062] IR (KBr)cr> : 3310. 168 
O. 1580 

» H-NMR (CDC Is) 8 (ppa) : 1.50 (9H. 
s ). 1.77 (2H.m) . 3.27 (2H.q.J=6. 
lib). 3.36 (2H.q. J»6.0Hz) . 4.82 
(lH.br) . 7.3 7 (IH.br) . 7.55 (1 
H.t.J=7.8te) . 7.72 (lH.t.J-7.7H 
*) . 7.89 ( IH.d. J»8.2Hz) . 8.27 (1 
H.d. J«8.4Hz) 
[0063] (Illt0l7) 
» 3-T$y-4- r3 - ft«-f -rh=^y;ft;t.rff-A>T 



(9) 



4IH'l'9-208584 



1 5 

4 - [3- (tert-7'h*i^;>iUi?^rS/) roe 
-f [II] • 2*mi0.55g <2.4 5«»I) «rlnil 

•^-^-iWftxf-yi. ( 1 : iv/v) arajwiHcio. 3- 

y> me/PTS-/] - 2-^'OQ«*y y>'0. 1 5g 
(0. 4 2 8m>i ) irnm&aokt Lxm:. z^hn 

(00641 >H-NMR (CDC la) 8 (ppm) : 1. 
49 (9H.S) . 1.7 3 (2H.ni) . 3.29 (2 
H.t. J=6.2te) . 3.35 (2H.q.J=6.0B 
z) . 4.28 (2H.bs) . 4. 6 O ( 1 H. b r ) '. 
4.75 (lH.br) . 7.44 (2H.ni) , 7.87 

(lH.d.J-7.6liE) . 7.94 (lH.d.J-7. 
6llz) 

(00651 (II1M8) 

1 - r 3 - ( t e r t -r h#-^:^/P;K— /PTS y ) T 
O^A^I -4-^00-1 H-^g^vr^.S-cl 

3-r5y-4- [3 - {tert-7'h^>'i(r/U^=.A'r 
Sy) TotTA-rsy] -2-^aos^^yy>'0. 1 5 
8 (0.42 8bo1 ) t h yxf-il^^-ZWhiK/U^— h 0. 
3 6«l (2. 1 4mk»I) taniT. iootrc2ftia$ 
^(cSO-CTlKWfL^. »ead1fe»MET«R 
L. ]Stttr£<'y;»yA';»9A^07h^97<r'-«:ft 
L. ^DQ*/PA->^y— (150: 1— 100 : 
Iv/v) jBiBB»CJ:0, 1- [3 - (tert-rh<*s^ 

^/WaKcyPTSy) meA'] -4-^00-1H— f 
5^^/ [4,5-c] ^yyvO. 14g (0.388HB 

«) rafeW* (mp : 1 55—1 56*0 b IXH 

(00661 I R (KBr) ar> : 3380. 168 

0. 1 520 

«H-NMR (CDC I.) * (ppa) : 1.4 7 (9H. 

s) , 2.2 2 (2H.m) . 3. 3 0 ( 2H, q. J = 6. 
4Hz) . 4.68 (2H.t. J = 7.2Hz) . 4.7 (1 
H.br) . 7.6 6 ( 1 H. t . J »7. 6iiz) .7.72 
(lH,t,J=7.6Hz) . 8.09 (IH.s) . 8.1 
6 (lH.d.J = 8.4lb) . 8.21 (lH.d.J = 
8.4H2) 

(00671 (!«t«9) 

1- ( 3-TgyyotfA.> -4-»PP-l H-^ s 

yvr4.5-c1»y'j><y>^ 
1- [3 - (tert-rh*i^j»^;UXil^TSy) rotT 



1 6 



10 



30 



40 



50 



A'] -4-^OO-lH— f sry[4.5-c] *y 
V>50at (0. 1 39h>1) ^«^f-I^>3aic« 

HL. hU7iM-nMK0.11al (1.3 9HD1) 

1 N-*IWk^hy>A*JiKi«iJU^:ttt*frjai. 
^DOd7n<.&r5BMffiU. IBt (NaaSO« ) ttMSE 

^»**o) Thyf-iP-hLTwajHi^TOU i- 
(3-rsy7T3eA') -4-^oo-ih— f s^y* 

[4.5-c3#yy>'i4aK (0.0536aoI) fr^ 

10068] IR (KBr) cri : 3400. 159 
O. 1510 

>H-NMR (CDCIf+CDaOD) ,9 (m) : 2. 
06 (2H.m) . 2.72 (2H.t. J=>6.8Hz) . 
2.98 (2H.br) . 4.64 (2H. t. J-i7.0H 
z) . 7.57 (IH.t. J = 7.6Hz) . 7.61 (1 
H.t.J«7.6ftc) . 8.03 (IHs) . 8.05 
(IH.d.J-S.Oib) .8.11 (lH.d.J-8. 
Gib) 

[0069] (SKMMIO) 

1- (3-Tsyroen^) -iH->(grvr4.s 

1- O-TSyyofrt') -4-^nQ-lH— fs 
[4.5-c] >*^yy>'14Bg(0.0 5 36Moi) 
trWdJIIHimil tCAfc> ^i'y— /t'5al&C^)MmK 

ilcrv^xraaifrjBi. 1 5ox:(=flKLTi«ttf 

L^. raSS^MBEFWilt. Htttci N-;MMk-^h 
y'>A*»«o.3«ItjBi«HjB*t*TKUT. 1- 
(3-TSymeA') -1H— f 5ry[4.5- 
c]#yyv-4-r5i^8■«(0.0331»I)* 

t:, 

(00701 (smnii) 

4- ^S//t>r5y-l- rq - (tert-^K*5^ 

5- cl :»yyv^tf 

1 - [3- (tert-rh'*S^*/WtXA'T5y) TOtT 

iu) -4-^no-iH— f s^'V [4.5-c] 

yV3 0v (0.083 lawl) fcT'OyiPTS:^!*! 

1 5 0XXMgkLX3immLi::, XSTii 
•W>^Vi^il'TSVt«*U, IN-SMhMUcfrlD 
i«fl:>-f-l^VT2H«iaiLfc. «mifrlMtlMIM(» 

-M^yyik^jtarrawu «i(Natso4)tt. « 

0 : 1 »/v) ffiliB^J: 0 , 4 -'^^yA'T S y- 1 

- 13- (tel^-r^^^£«';»A'Jl^xA'Tsy) me 
^3 -IH— f s/V'r4.5-c]#yyv3 5« 
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(0.081 lawl) i&^K^ (mp : 171^17 
2.5X:) tLX^tl. Z<f>i,<Off)»Xfmy'-^tm 

1007 1 1 IR (KBr)ai-> : 3 330. 170 
0. 1 590. 1 540 

'H-NMR (CDC I 3) * (ppa) : 1.4 6 (9H. 
s) , 2.1 8 (2H.fn) , 3.2 5 (2H.m) . 4. 
57 (2H. t.J = 7.0Hz) . 4.64 ( 1 H. b 
r) . 4.95 (2H. d. J»=5.2liz) . 6.05 
(lH.br). 7.26-7.36 (4 H.m). 7.4 
7 (2H.d. J = 7.6lb) . 7.5 1 (lH.t.J = 
7.61b). 7.82 (IH.s). 7.92(2H.t.J 
»8.0Hz) 

[00721 (llitM12) 

1- (3-Tsyroeit>) -i H-^sr-r r^.g 
-ci #y';v-4-rgv<o ^f.g-«o3> 

4- ^>s^tUTiy-l- [3- (tert-rh^fs^ 

;>n^=ii.rs>') roeiP] -ih— f sry r4. 

5- c] 4f>'y>'30«g (0.0695m»I) i&^Ba 
laWTL, *IWb/<5i^'>A-Kff [2 0%] 0. 1 « 
»lBi. 1 BffiimLn:. BUBft^i^lMBtTmmt 

(6 : 3 : Iv/v) »iliC»J: 9 Bnill^«H(«fi^». 
TA-* y»lTlSAtjF»EL, 1 - ( 3 -T5 yrot 
A') -lH-'rsrV[4.5-c]#yUV-4-T 
5V7« (0.0290-OI) «r««fe03fetUT» 
ft. iOfc<0<0«ltt«B4, 5tti«5«ft^t-»L 

100731 (iat«13) 

4- r4 - (t«a-t-:rK4ri ^>»/t>.-K:=ji^7';y) t-^iu 
rsyl -2-i?op-3-- ho»ytj>ty>^ 
2.4-i'*^OO-3-^hO^yy:^0.72g (2. 
97aK>l)&t^N- {barl-yh^i^3(m^it(-H') - 
1.4-i^5>^r^:^0.56« (2.97w)l) 

Ux^/prsvi 2Bi«f. 7 0"ct:jiBftLT 1 . sang 
mfLt:. «£FFWiL. f-u:^fc:»JW 
U. fSi (M«SO«)tt. l«ET»lt$-«*L 
fc. «*tn— ^s^lfi'-yx-f-A'X— f/P (1 : 1 V/ 
v) rhy-f-AU-hUT»»nL. 4- [4 - (ter 
t-rmrs^;Srrt.4fCiA'rSy) r-f-ZPTSyj -2- 
^no-3--hD*yy>'0.97g (2.46moI) 
fcllfe«*(inp : 1 2 5~1 26.5"C) t LTft 

[00741 IR (KBr)c«-« : 3340. 328 
0. 1 680. 1 540. 1520 
>H-NMR (CDC Is) 9 (ppa) : 1.4 6 (9H. 
s). 1.63(2H.ni). 1.78(2H,fn). 3. 
1 9 (2H.q.J = 6.4Hz) . 3.47(2H.q.J = 
6. IHz) . 4.68 ( lH.br) . 6.4 1 (1 H.b ' 



no) l«IH'9-208584 

18 

r) . 7.52 (IH.t. J-7.7te) . 7.74 (1 
H.t.J-7.8lb) . 7.91 (lH.d.J-8.4H 
z) . 8.1 1 (1 H.d. J»8.4llz) 
100751 (9mmi4) 

3- Tiy-4 - r4- ftert-'rK »i^y>fbrff-rt.7 

4- £4- (tert-rh^v-^^rt^rff-iPTSy) r^iP 
TSy] -2-^DQ-3-^hDstyy>'0.5« 

( 1.27MB1) tX^y-iH 3«lfcii||U. «<W 
10 r [II ] ♦ 2?MWIH.0g (4.43MD1) l&>li.m 

BttrtsaBi Lfc. 2 N - Tvtxr*t:j:»*t. 

^aa:t*n'X.T2mbmL, ft» («B;<() . leHlfc (N 

aiso«) jfiET»««^*Ln:. wma^v/ry 

■Rxf^rt. ( 2 : 1 v/if ) »ajB»fcJ: 9 SIMIlS^ft«>. 
«lle*lft£?ac■^i^X— =rA/T h y -f-A 1 — h UT . 3 
-TSy-4- [4- (tert-rh*^t>';^A'#XA-rS 

y)r•f•l^rsy] -2-^'oo:^?yu>'0.i2« 

(0.32 9moI ) trmsmat LXntz, ZO>itOi9> 

[0076] IR (KBr)cr> : 3270. 168 
O. 1 54 0. 760 

«H-NMR (CDC Is) a (pp.) : 1.4 4 (,9H. 
s), 1.64(4H.in). 3. 1 7 ( 2H. q. J=6. 
OHz) . 3.27 (2H. t. J=6.6Hz) . 3.89 
(lH.br) . 4.1 5 (2H.bs) . 4.59 (1 
H.br) . 7.4 7 (2H.m) . 7.77 ( IH.d.J 
= 7. 61b) . 7.89 ( 1 H.d. J=7.2Hz) 

[00771 (9atni5) 

30 1- r4- (tBrt-rrh*i^:h» .iK=jl^'rS J\ rT^ 
A^l -4-1^00-1 H~>f .^^r^rr^ 

3-T^^-4- [4- (tert-rh:ifi^;&/Wfi*'r 
5/) -2-^au^y>jyo. i 4 g 

(o.384B«)i) fc:hlix^/^3r/^h3^.i^>— ho.3 
2bI (1. 9 2-01 ) tjni, loortcjnftUTift 

(150: 1—100: 1 v/v) IBSiai)-CJ: 
40 »). 1 - [4- (lert-rh^j^^^A-HiXiPTSy) r 
f-/W] -4-i^OQ-lH— {^^^-/[4.5-c]^^ 
yu:^0.12« (0.321-1.1) «rjMBfMBm(in 
P : 1 48-1 sot:) kUT»fc, C«tW>lHI» 

[0078] IR(KBr)cr>: 1695. 1510 
'H-NMR (CDC Is) (pp.) : 1.4 2 (9H. 
s) . 1.62 (2H.in) . 2.06 (2H.iii) . 3. 
21 (2H,q. J»6.4lb) . 4.58 (IH.b 
r) , 4.65 (2H. t.J=7.4lb) . 7.66 (1 
50 H. t.J=7. 21b) . 7.72 ( IH.t. J=7.6H 
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z) . 8.02 (IH.s) , 8.13 (IH.d.J-S. 
4Rs) . 6.21 (IH.d. J-8.2b) 
10079] (II1MI16) 

i-(4-Tsyr^rt.)-4-»oo-iH->f5r 

Vr4.5-e1»yilVif>^ 
1- [4- {tert-yh^S^tnKii^ZAfTiy) r-f- 
iH -4-^QO-lH— f S^'V t4,5-c]*y 

vyo.ios (o.26 7a»i) tmitjt^uye^tz 

mmL. hU7/P3i-oeMB0.21al (2.67M9I) tr 
taiMTimmtUti, KJBHSrIfiETMIL. BflE 

t= 1 N -*mfbi- h u ^M3kmti2miAtfimikitat 

T^O O^iWArSBHfciiL. «ai (Na<SO«) flUfi 

- (A-T^yrf-it^) -4-^oo-iH— f srv 

[4.5-c]#yy>'4 5ag{0.164aol) frtta 

(008O] I R (KBr) er> : 34 00. 29 5 
0. 1.670. 1 520. 1 360 
•H-NMR (CDC l») S (ppa) : 1.51 (2H. 
m) . 1.96 (2H.m) . 2.66 (2H.t. J«7. 
2llz) . 3.03 (2H.b8) . 4.53 (2H.t.J 
= 7.4ll2) . 7.56 (lH.t.J = 7.4Hz) . 7.6 
O (lH.t.J = 7.5lte) . 7.97 (IH.s) . 8. 
02 (IH.d. J -6. 41k) , 8.04 (IH.d.J- 
6.4Hz) 

10081] (9atHl7) 

1- (4-T5yy^lP) -1H- ^5^r^4.S- 
1- (4-Tsyrf-A') -4-^Do-iH— f 

VC4.5-c]^yUV40a((0.146aBl) »lt 

rrjiiiiijL«(cA*L, jf^y—H'amiRV'iimTmurr 

>'*-T4«ltlai, ISO-CCatflLTlWIWfl, 

1 N -*lwk■^ h y -^A^jisio . 5>i imitz, ftm 
^i9*nL:ci^y-rt^^,mukLx, i-(4-rs 
-/r-f-rt^) -iH-^srv [4.5-c]#y|/>- 
4-rs>'l4■g (o.o54 8aMi) tftamtstiA 

(mp : 227^230. 5X: dm) ) tLT»fc. 

(0082] IR (KBr)f3ri : 3340. 318 
0. 1650. 1 530. 1400 
'H-NMR (DMSO-ds) » (pfm) : 1.30 (2 
H.br). 1.39(2H.in). 1.89 (2H. 
m) . 2.5 5 (2H.t. J>6.8Hz) . 4.59 (2 
H.t.J=7.0lte) . 6.56 (2H.bs} . 7.26 
(lH.t.J«7.4iiz) . 7.44 (1 H.t.J = 7. 
lUt) . 7.62 (IH.d. J=8.0iiz) . 8.05 
(IH.d. J -8.01b) . 8. 19 (IH.s) 
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(0083] (laiMlS) 

4~^vi;n>r5 y- 1 - f 4 - tt^^-ru*^^^^. 

1- [4- (tert-yh#s^;»*'j|£=ywr5y) ^f- 
A'] -4-^oo-lH-'f S:ry r4.5-c] 
V>70v (0.187MB1) C:'0'yH'rS>'2«Ifr 
»;t. 15 0X:(ClnRLT3«HniffU::. «EET3Mf 
<fyoifn'rsyt:mmu iN-«av«Mci&iD 
10 ;tsiip(^i^:/T2B«feaiLn:. «m»MiiiaMc« 
'^^u«>A*»jtTafe»u •ai(Naiso«)«, « 

^^97^— icftL. ^axsittn^JK-y^y-r-A' (15 
O : l»A) »aiWWcJ:9. 4-O'i^yi.TSy-l 
- [4- (tfot-rh'^i^fHUmzui'Tiy) r-f-A'] 
-IH—f [4.5-c] #yy>'79«(0. 1 
77aDl) »aeS3i£ (mp : 1 51-^1 5 3. 5X:) 

2D (0084) IR (KBr)cfl-i : 3380. 331 
0. 2930. 1680. 1595. 1540. 124 
5. 1160 

•H-NMR (CDC1<) * (pn) .1.4 2 (9H. 
s) . 1.58 (2H.in) . 2.02 (2H.m) . 3. 
18 (2H.m) . 4.55 (2H. t. Js7.4Bz) , 
4.55 (lH.br) . 4.95 (2H.d.J«5.6H 
z) , 6.03 ( IH.t. J = 5.6iiz) . 7.23-7. 
36 (4H.in) . 7.47 (2H.d. J=7.6Hz) . 
7.51 (lH.t.J-7.8Rz) . 7.75 (IH. 
30 s) . 7.90 (2H.d. J»8.0lb) 
(0085] (aGttM19) 

Cl :»y«i>-4-T5V«n^ig 
WU. *«fl:/t9£''>A-|IW[205«] 0.15s» 

40 — tcftU, ^oa^rt'A-y^'y— n'-3 2Xim 
(6 : 3 : Iv/v) J: 9 Bamt^)i H Mlfel». 

iP) -iH— rsrv C4.5-c]^fyy>-4-r 

$V14ag(0.0548a»l) »mH»3lE<:tT» 

fc. 

(0086] (||tlM20) 

J - r3- r r4- f£^--y^ -A.;>ci>»i^) -i-t?^ 
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a) ^nnttlftO.l Og (l.lavDSZ^l- (3 

-T^yTrat^A') -IH— f 55^^[4.5-c]^ 
/*jy-4-T5>'0.24g ( laol) i:N.N-i^X 
■f-rt'H-./l'ATS H 3 OBllCWlU 1 - < 3 -S^>f-iU 
T5 y rot/P) - 3 -x^A';>rt.jUi/-f 5 H - «KS 
(BDCI ) 0.29s (l.Sanl) f-lD;tT«aTl 

^DOjJwl'A-y^y— A' (10: Iv/v) "TSBttaj 
U:. ««««>*Wcrft»L. «i(NatS04) 

«ffT«K«r«*UT, 1- [3- [ {^oar-fe 10 

-f-ik) rsy] roirip] -iH— fsrv [4.5- 
c]4^yy>'-4-r5>'«ll^fe*llifr«3t. 

10087] b) a) TWWifcl- [3- C (^o 

oT-fe^n') TS y ] roiTA'] - 1 H—f srv 
[ 4 . 5 - c ] <^ y y V - 4 - T s >'«a^«iifrx ^ 

y-A'5«lt=»||L, 4- (S^7xiA';»th'^i') 13^ 
ijS^->.«IMl0.14s (0.4 72Mol)2Ufi!lfe;«; 
JK-hyi^^48ms (0.566h>1) »lDi.. 7i» 

iCftU. ^003j?/l'A->5>'— A" (3 0 : 1~20: 

\wv)mmm»iziin. i- [3- c [4- (s^-^x 
oert'] -1 H->f 5^/- [4.5-c] #yy:/-4 

-TS>'20«g(0.0364««>l) ««»^MW2: 

*. 

[0088] IR (KBr) «-> : 3320. 165 
0. 1525. 1 070. 700 30 
»H-NMR (CDC l») * (ppa) : 1.70 (2H. 
m). 1.86(2H.m). 2.19 (2H.m) , 2. 
27 (2H.t.J = 10.4H2) . 2.74 (2H. 
m) . 2.98(2H.s). 3. 3 9 ( 2H. q. J = 6. 
Site) . 3.45 (IH.m) . 4.54 {2H.t.J = 
7.0Hz) . 5.49 (IH.s) . 5.60 (2H.b 
s) . 7.21-7.36 (lOH.m) . 7.38 (1 
H.t. J=7.2H2) . 7.51 (IH.t. J = 7.7II 
z) . 7.82 (1 H.d, J = 8.2te) . 7.89 <1 
H.s) . 7.90 ( IH.d. J='8.0liz) 40 
[0089] (SlitM21) 

1- [3- (Tt?u/prsy) Totr/H -i H~^g 
rvr4.5-el ^yt;v-4-r5><y>^ig 
1- (S-TSyTaeA-) -IH-'f [4.5 
-c] =^^>'y>'-4-T5>'0.24K ( laol) frN. 

7 5u\ (i.iwi)avi- (3-s^'ptf-n^Tsyr 

QtA-) -3-X^A';>A'.-Ki'-'f 5 H • <ffl»ISO. 29 
8(1. 5mo1 ) Srftli.JBaT3. 5i«Bl«f Ln:. KiC 
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^y-Jl- ( 1 0 : IvA) •C4BttBatfc. 

«ucTtt»u ttfi(Natso«) tiL Mcrmit^* 

a*^r>'y;>y/^;fir9A^ov^r97^-^^ 

ftL. ^^aoH-./PA-^^y— A'(8: lv/v)»it9i 

ThU-f-al^-hLTWRL. 1 - [3- (T^WikT 

sy)7iot:A'] -iH— f5^V[4.5-c]:^y 

y:^-4-r£>'0.148 (0.474aBl) 
«l|;(mp: 173-1 7 5X;) tlxmi, £<0«,« 

[0090] IR (KBr>cr> : 3330. 320 
O. 1630. 1525 

>H-NMR (CDCIj) * (ppa) : 2.?5 (2H. 
m) . 3.47 (2H.q,J-6.5lte) . 4.61 (2 
H,t.J<»7.0lfa) . 5.47(2H.b8). 5.7 
(lH.br). 5.71 (IH.d. J«10.4ilz) . 
6.09 (lH.dd.J»16.8. 10.4az>. 6.3 

2 (IH.d. J»l 6.8lz) . 7.33 (IH.t. J» 
7.6lb> . 7.53 ( IH.t. J=7.8te) . 7.83 
(IH.d. J»8.4iiz) . 7.92 (IH.s) , 7.9 

3 (IH.d. J»8.2b) 
[0091] (»M22) 

1- r3- r r4- (i/7xjju>i>»i^) -i^t?^ 
y&yarm/t>^in rsyi yot^iui - 1 h-^ s 
rvr4.5-eT»yy>-4-T5>g>^ 
1- [3- (T^'yA'Tsy) roeA'] -ih— f s 
[ 4 . 5 - c ] y v-4 -r 5 >'0. 1 2 « 

(0.4 0 6n>i) S-X^y-A'lOBlCjnfU, 4- 
(y7x=.A';«<h'*5^) e^yi^V-aOMBO.l 3g 
(O.4 2 7BKi)2a^0aMcflH>hU<>A38« (0. 

4 4 7K>l)«Ai.. IttttSOiSL^. :7imtr9*» 

h^97-f-CftU>t. ^nn:|«lPA->^y— IK4 
0 : 1 v/v) msmittiZti 0 Smib^iM). mV^ctt 
x-f-yt^rhyf-aP^KLTaTiL.. l-[3- 

[ (4- (i^7x:iii'>h«¥s^) -i-e'cys^irrn 
/ty^fA-] rsy] roeA'] -iH->f srv [4. 

5-c] =^>'y>-4 -r5>'7 5« (0. 1 3 3mo 
1) frWWyS* (mp : 1 78-1 8 2T:) ktT» 

[0092] 1 R (KBr) cr> : 3330. 320 
0. 1640. 1530, 1080. 700 
'H-NMR (CDC 1») * (pp*) : 1.6 1 (2H. 
m) . 1.84 (2H.in) . 2.13 (2H.m) . 2. 
20 (2H.in) . 2.38 (2H.t. J-6.0Bs) , 
2.54 (2H. t. J=6.0Hz) . 2.74 (2H, 
m) . 5.48(lH,s). 7.21-7.54(11 
H.m) .7.51 (lH.t,J»7.7lfc) ,7.83 

(IH.d. J=8.4Hz) . 7.9 1 ( 1 H. s ) . 7.9 
4 (IH.d. J=8.4liz) . 8.68 (lH.br) 
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10093] (mM23) 

'/r4.g-ci»y»Jv-4-T5>g>^ 

1- -IH-'f 5rV[4.5- 

c] *yi;>'-4-TS>'0.26« < lM>I) S-N.N 

->f>-f-/nt?rt/ATS K3 0«j{awBU. r^yn«7 

5*tl ( 1. iMDl) JUXl - O-i^'^f-zPTSy'ro 
e/k) - 3 -Xf-A-^jrA-jt^S^'-f S H • tSOSfSO. 29 e 

( 1 . 5wmi ) tiaimATimmtfLti. Bmsstzjn 

y-il' (10: 1 v/v) T4gBaiaJLn:. ««WltA« 
*Tft}»U. (NatSO*) tt. 

L. ^QOihA'A-^^y— A' (10: 1~8 : Iv/ 

V) »ajw)-fcj:»), 1 - [4- (T^u/kTsy) r 
- iH— ^srv[4.5-c]#yyv-4- 
rs^'90ms (0. 29 1mmo 1 ) t:9»6Bf. 
imp : 176—1 78*0 kUT»fc. i^fcOOft" 

[0094] IR (KBr) Gr> : 3320. 320 
0. 1 640, 1 530 

•H-NMR (CDC 1<) * (PP«) : 1.65 (211. 
m) . 2.04 (2H.m) . 3.40 (2H.q.J»6. 
7llz) . 4.58 (2H.t. J = 7.2H2) . 5.50 
(2H.br). 5.52(lH.br). 5.65(1 
H.d. J = l 0.2lte).6.03 (lH,dd.J = 16. 
8. 10.4iiz). 6.27 ( lH.d.J»17.0H 
z) . 7.3 3 (1 H.t.J-°7.6lb) . 7.53 ( 1 
H. t. J = 7.7lb) . 7.83 (IH.s). 7.83 
(IH.d. J=8.6iiz) . 7.93 ( 1 H.d. J = 8. 
4ta) 

(0095] (IIICM24) 

1- r4- r r4- (s^-7^= ji,jth*» -i -t^^ 

vr4.5-cl #y>j>-4-y£>><»^ 
1- [4- (T^'J/PTSy) -IH— ( s^^ 
Vt4.5-c] #yy>'-4-TS>'85Bg (0.27 
Smol) t-i^y'-A'7«lt:J»WU, 4- (i^'7x-/P 
^h^v') e^Uyv-«IMI88ag(0.2 88M0 
l)&t^MIM4R^hU'>.&2 5ag (0.302moI) «■ 

fttn:, ^'no*/i'A->^y— IP (50: l v/v) » 
•f-*P-M.T*»KL, 1- [4- [ [4- (y7x= 

A'.xf^fs^) -1 -e'^us^'vya/ty.^/p] rsyj 

r^A^l -lH->f SrV [4.5-c] y>'-4 
-TS>'4 8ag (0.0 83 2a»i) S-Qfiaitc (m 
P : 1 74~1 7 6*0 t UTUfc. C<Ot»<rW)»«1t 
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(0096] I R (KBr) cr* : 3370. 310 
0. 2950. 1640. 1530. 1090. 75 
0. 705 

> H-NMR (CDC I>) 9 (urn) : 1 .4 8-1.6 
3(4H.m). 1.77(2H.in). 2.01 (4H, 
■) . 2.30 (2H. t. J»6.0Hz) . 2.44 (2 
H.t. J-6.0I1Z) .2.63 (2H.in) . 3.28 
(2H.q, J=6. 5Hz) . 3.37 (IH.m) . 4.5 
6 (2H.t.J=7.2ilz) . 5.42'(2H.bs) . 
10 5.47 (IH.s) . 7.21-7.35 (1 IH. 
m) . 7. 5 1 ( 1 H. t. J=7.7Hz) . 7.8 1 (1 
H.s ) . 7.82 ( 1 H.d. J=8.0Mz) .7.92 
( IH.d. J-i8.0Hz) . 8.58(IH,br) 
(0097] (»Cfl25) 

1 - r3- r r4- r (4-»OD7:r ^il.) 7^.=JP 

oeiPi -iH->f 5^>r r4.5-ei*ytj>-4 
1- £3- (T^UA-rsy) T-oeA-] -i h— f s 

20 rV[4.5-c) #yy>'-4-TS>'50«g(0.1 
6 9hd1) tl^y-A'5«l«»IWL. 4- [ (4-^^ 
on^xiirt') 7xXA';<h*i^3 M'^Vi^'^ ■ mMM 
6 Oag ( 0. 1 7 8a»l ) RVBSKbUm-fhV^UK 1 6a 
g(0.186aal) trMtX 1 BnoSO^Vti. ^f^f^ 

o-?h^^7 H—tzftLtz. ^no*A'A->^y— A' 
(4 0 : Iv/v) mm»tZJ:>)Sttmi:1IUh. 
*«X-^A'rhy'f-jiU-hLTjFqRL, l-[3- 
[ [4- [ (4-^Qa7x— /U) ^x^A'X hdfi^-l 

30 -1 -tr-^y£^>^o/ty^A'] Tsy] roe/p] - 
iH—f srvU.s-c] :^yyv-4-r5>'4 

Oag (0.0 66 9aol) SrQe»3t( (mp : 170-- 

17 2. 5x:) t UT»n:. c<otw>4HI«Wx-^ 

(0098] IR(KBr)ca- 1:3320. 3 20 
O. 2940. 1640. 1530. 1080 
•H-NMR (CDC la) 8 (pfw) : 1.5 9 (2H. 
m) , 1.8 1 (2H.m) , 2.1 3 (2H.m) . 2. 
20 (2H.m) . 2.37 ( 2H. i. J = 6.0Hz) . 
40 2.54 (2H. t.J-5.8lte) . 2.72 (2H. 
m) . 3.37 ( 2H.q,J=6.4Hz) . 3.40 (1 
H.m) . 4.59 (2H.t.J=7.0lb) . 5.43 
( IH.s) . 5.45 (2H.bs) . 7.2 3-7.3 
4 ( 1 OH.m) . 7.5 1 < 1 H, t. J=7.6lte) . 
7.83 ( IH.d. J==8.4ilz) , 7.91 (IH. 
s) . 7.94 ( 1 H.d. J»8.4Hz) . 8.59 (1 
H.b r) 

[00991 (IBIt«26) 

1 - r3- (4-'7aaii .r9y^/l'T£y) 7T?K' 
50 -iH->f5^r r4.5-c l»y»j:^-4--r 



(14) 



1WBT9-208584 
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J - (3-rsyratr/u) -i h— f s^'*/ [4.5 

-c) *>'y>'-4-TS:'0.24« (l—ol) S-N. 
N -i'-X-f-yt/^A'AT 5 K 3 0«1 taSffl 4 - ^ no 

BKo.i i«i (1. i«oi) avi- (B-j^-xf-iwr 
0.29s < i.5«oi) itatmATjmimLtz. r 

JI»«BHcrftf»L. «if ( N at so* ) Ift. ISETW 

hL"C«T)lL, 1 - rs- (4-^nart'7'^y>fiPr 

ay) rotTA^] -IH— f S5'y[4.5-c]*y 
yv-4-rs:^3 0«g(0.08 6 7«ol) trifi»6 

or**, 

roiOOl IR (KBr)cr> : 3330. 320 
O. 1650. 1 530 ' 
>H-NMR (DMSO-dc) 8 (ppm) : 1.91-2. 
04 (4H.m) . 2.26 ( 2H. t. J =7.4lb) . 
3.12 (2H.q. J=>6.2ib) . 3.64 <2H.t. 
J«6.6iiz) . 4.59 (2H.t. J-6.8lte) . 6. 
58 (2H.br). 7.26 (IH. t.J = 7.4H 
z) . 7.4 5 ( 1 H. t. J='7.8iiz) . 7.62 ( 1 
H.d.J-S.OHz) . 8.03 (IH.d.Js?. 611 
2) , 8.05 (lH.br) . 8.20 (IH.s) 
[0101] imm27) 

1- rs- r r4- (s^T^=.iu 3th*i^) -i-t?^ 

r4.5-c1 ^y«J>>-4-r£>'g>^tf 

1- [3- (4-^onrt'7'^y-rrt'rsy) rotr 

A-] -lH-^5ry[4.5-c] #yyv-4-T 
SV2 5HB (0.0722B0I) . 4- (*?7xXA'> 
b^i^) i:^*Js^y-iMKm44mKlO. 1 44m>1) 

ftVflab&y';y.t4 0Bg(o.28 9«»i) tN.w-y 

>f-A'*y^a»r5 K3Bl«rc, 1 0 0X:CMRtT8l« 
mi^L^. K(S«K:7ic»10;t. ^aoih/PX.-r2Btt 
aiL, <et (Na»S04) «. «ET»««-«*Lfc. 

o;nA-Z.->^y— 1 50 : 1~70 : Iv/v) S 
■^iU-htT, 1- [3- [ [4- i>>y3i=JUXh 

A-] -iH— f*ry [4. 5-c] ^yy>'-4-r 

£:^1 5« (0.0 26 0aKl) t&eB^k (mp : 1 
5 8-1 6 2.5t:) fcLTWn:. ^0)(><OO«5l?)en 
■r- ^ JlKlToa 0 6 . 

[0102] IR(KBr)ci->:3200. 164 
0. 1 530. 1 070. 700 
•H-NMR (CDCls) S (pp*) : 1.62 (2H. 
m) . l.77(4H.m). 2.10(2H,m). 2. 
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1 9 (2H.1II) . 2.29 (2H.t. J-T.OHz) , 
2.34 (2H. t. J«6.4ilz) . 2.69 (2H. 
m) . 3.3 5 (2H.q.J-'6.5lte) . 3.4 0 ( 1 
H.m) ; 4.58 (2H.t.J = 7.0Ilz) . 5.45 
(2H.bs). 5.47(lH.s). 7.19-7.3 
4 (1 IH.in) .7.51 (lH.t.J=7.7te) . 
7.82 (1 H.t. J«8.4Hz) . 7.92 ( 1 H. 
s). 7.93 ( lH.d.J»8.2Hz) 
[0103] (IWM28) 
10 1 - ra- (5-»ooA^v»y^A.Tg y) yptr 
A.1 -iH-^sry r4. 5-ci:»yu>-4-y 

1- (3-rsyrcie;p) -ih— f5ry[4.5 

-c]4fyU>-4-rS>'0.32K (1.33m>I) 
£^N.N->'p('f-A/>t:A'XiT$H4 0al(=99t. 5- 
^aaW9mO. 1 5al ( 1 .4 6hoI) &C^1 - (3- 

s^jt'f-A-rsyrntA') -3-x-^A'*A'#&?-r s f 
• «aiaio. 3 8 K ( 1 . 9 9k>i ) ^iDtsa-ri Ml 

nttz. KJBatoietiBi, B«rx-f-A'T2igS/5»*c^ 
20 oni|;A'J»-jC^y— A' (10: Iv/v) T-2HttiISL 

^. mMi»M7icr«»L. e«i (Natso4)ii. 

IIM£-ICETV£U^. BSi*^x— r■A'r^ y•f•a.^— 
^^T«KU 1- [3- (5-^OOA^i'^y-fA' 
rSy) T'OKA'] -IH— f 5^/[4.5-c] * 
y'J>'-4-r5>'0.1 6g (0.44 5iMl) S^SM 

[0104] IR (KBr) c«-' :3470. 329 
0. 1650. 1525. 1395 
30 >H-NMR (DMSO-de) * (phi) : 1.62 (2 
H.m) . 1.70 (2H.m) . 2.00 (2H.t.J = 
7.0lte) . 2.12 (2H.t.J«7.4llz) , 3.12 
(2H.q. J»6.3iiz) . 3.62 (2H. t. J->6. 
21b) .4.59 (2H.t. J = 6.9Hz) . 6.6 1 
(2H.bs). 7.26 (lH.t.J = 7.6llz) . 7. 
45 (IH.t. J=7.8Hz) , 7.63 (lH.d.J<:> 
8.4te) . 7.98 (lH.br) . 8.04 (IH.d. 
J=>8.2Hz) . 8.2 1 ( 1 H.s) 
(0105] (9ain29) 

40 1 - r3- r r4- ri^-7^xA>jtK»£^> -i -tr^ 
1 - [3- (s-^oo/i-^v^y-f/ursy) Totr 

SV50ag (0. 1 39ho1) . 4- (y^xXA'^h 

^i^) e'^yi''v «BMa4 2«g (0. i 3 9m>i) & 

l^«l(t*y>A5 8BS(0.4 1 7«ol) iN.N-i/jt 

f-A'ihA'j.rs K3-i«»»r. 1 ooT:t:ttRLT7i«a 

50 n:. ««fcTrt^$-^;»9A^O"7h^97^— teftt. 
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• 81b) . 4.59 (2H.t.J-7.0liB) . 6.56 
(2H.b8) . 7.25 (IH. t. J--7.4as) . 7. 
44 (IH.t, J = 7.4H2> . 7.62 (IH.d.J^ 
7.81b) . 7.95 ( IH.br) . 8.0 3 <lH,d. 
J=7.4ib) . 8.20 (1H,8) 
(0109] (9diM31) 

1- ra- r r4- (s;-7 ^=jujth*i^) -i -ex 
1- [3- (6-rQt^+iry-fA'rsy) me 

S>'4 5ag(0.108H0l) . 4- (y^xrirt'jth 
#i^) exU£^>' • «IIMI6 5w ( 0. 2 1. 5h>1 ) & 
t^MK;»U'>A5 9«g <0.4 30aB>l) ^N.N-ifjt 
•f-A*/Wi»rSK3«l«»>. 1 OOt:tCll0!lLT8i«BHf 
If Un:. Ki^Ki;^frlD;£.^DD2|:;p^T2iMAtfIU« 
WKt (Na<SO«) fli. METI»«»««U^. Bttfr 

^-^^y— A'dSO : 1— 70 : Iv/v) jtiUB^ 

— htrrau 1- [3- t [4- <s^7i=ii'>h 
A'] -iH— f 5ryc4.5-c] >i^yy>'-4-r 

S:^28w (0.0462a»l) »Mt6»3t« (mp : 
151-15 S-Ot LT»fc. w«tW)4He9«9y 

(0110] IR(KBr)cr>:3330. 294 
O. 1630. 1540. 1070. 700 
•H-NMR (CDCls) 9 (ppa) : 1.31 <2H. 
m) . 1.48(2H.in). 1.63(2H.m). 1. 
70 (2H.ni) . 1.86 (2H.m) . 2.07 (2 
H.m). 2.17 (2H.t,J = 7.6Hz). 2.20 
(2H.m>. 2.27 {2H. t. J = 7.6Bx) . 2.7 
1 (2H.in) . 3.37 ( 2H. q. J = 6. 5Rz) . 3. 
42 (IH.m) . 4.57 (2H.t.J-6.8Hz) . 
5.45(2H.bs). 5.50(lH.s). 5.62 
(IH.t. J -6.0112) . 7.21-7.37 <1 1 H. 
m) . 7.5 3 ( lH.t.J=7.7Hz) . 7.8 3 (1 
H.d. J»8.4lb) . 7.90 ( IH.s) . 7.9 3 
.< IH.d. J»8.2Hz) 
(0111] imtm32) 



^aaiM'Ji.-it^y—A'i I 00 : 1—70 : Iv/ 

v) tmm»tzx *) mmamfy, ii««£ttx— f-yp 

ThUf-AW-hLTiPKL. 1 - [3- [ I4- (i'' 

syjroert^] -iH— fs^"/[4.5-c]*y 

Uy-4-rSV2 0ag(0.0 3 38MDl) IteiMS 
* (mp : 15 2—1 54t;) kUTWfe. Z<nt(0<n 

(0106] IR (KBr) ca-1 : 3 3 30. 320 
O. 2940. 1640. 1530. 1070. 700 
IH-NMR (CDC la) * (ptrn) : 1.50 (2H. 
m) . 1.64 (2H.a).1.69 (2H.in) . 1.84 
(2H.in) . 2.08 (2H.m) . 2.19 (2H. 
m) . 2.20 (2H, t, J = 7.4H2) . 2.30 {2 
H.t. J=7.2lte) . 2.70 (2H.m). 3.36 
(2H.q. J=6.5lb) . 3.41 (IH.m) . 4.5 
7 (2H.t. J = 7.0lfa) . 5.4 5 (2H.b8) 
5.49(1H.8). 5.94 ( 1 H.t. J=5.8H 
z) . 7.21-7.37 (1 IH.m) . 7.52 (IH. 
t.J = 7.7lb) . 7.83 (1 H.d. J=8.4Hz) . 
7.90 (IH. 8). 7.92 ( 1 H.d. J = 8. 41b) 

(0107J (mtmso) 
1 - r3- (6-ro^A>#-»-y>r/wr£y) roe 
4^1 -lH-^51rv^A.g- c^»ylJ>-A-7' 
1- o-rsyroeyi') -iH-'f 5rv[4,5 
-c] #yy>'-4-rs>'0.24« ( imod tN. 
N-y>-f-ii/*A'Ars F3 08itaMiL. 6-m< 

J&ro>«0.2 1« (l.lanD&t/ri- (3-5^^ 
^iPTSyroe/P) -3-X-f-A';&A'.Ki;'f S K • « 

H(io.29 8 (i.5m>i) iMi., marcimmt 

ti, fiiC««:A<B;K»Alx.mKx-f-/i'-r2SttiiiL. ft 
il (NaaSO«) tt. ISETiMfrSfL]::. BS»x 
— f'il^S«.(C*T'M>'f-jLl^— htraTRL. l-[3 

- <6-fa^^if^y^n^r^y) roeA'] - ih 

-'rS^^/(4.5-c] ^yj>-A-T i>5 0mg 
(0.12 OmoI ) iKQ^lBStik LXmt:. znt,^ 

(0108] IR (KBr)(a-> : 3330. 320 
0. 1 540. 1 540. 1 395 
•H-NMR (DMSO-de) * (ppa) : 1.36 <2 
H.m). 1.52 (2H.m). 1.70 (2H.m). 
2.00 (2H.m) . 2. 1 O (2H.t. J = 7.0H 
z) . 3. 1 1 (2H.m) . 3.60 (2H.t.J==6. * 

4:«9Iik^ 0.2g 

yA'e^>*y5'>u-h (SP-20) 2.0g 
S'Jx-f-i'M-f yyoe/K I PM) o.4k 
afe^-feUV 7.4 g 

^ 10.0k 
(0112] 8OX»:MlL<:yil.e^v*y9'>U-«50*h (SP-20) 2 8(=44MM:^o.2sfrlD;e.lB 
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40 



(14 
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nmmtt:. ziiK-s. yx^>«>f vTvum- ( i p 
M) 0.4 giMtfitk. mzustmmi 8 o-c) lx 

(01 13] (ttcemi ) 

888 1 5C»tt«>^r^-^JfiL.3t-f S**HO. 5g 

ztixz, tatxm (so-c) ur 

tiV^ae^H: U V 1 9. 5 K»iQi.. «fL«n»<^Z 10 
[0114] (ltmi2) 

0. 1 2%*)>7xiyywm (i^y^ewm) tr-eo* 

(01 15] (mM33) 

(1) wmm 

fMl3 0 0-^0 0s«>lttt, Hart 1 eyjR«4^ 

m^Jbz^sJxU-} ^mSLt:, iOt^^T. 2D 
I s h i i 4> (NaunyD-SchuedeterK's Arch. Phanaco 
1..B2.219-223.1986) CJ: »)«ftS*Ui*»«r-«K 

aJU> ^04M02>W»<5,JRWIiaWc«:mftL 
^. flt:*413 7X:(c:^Ly^9y» (Krcfas bicarbanat 
ejK:NaCl 1 1 8. laM. CaC I a 2.5tK. K 
H<PO« 1.2aN. KC I 4.6M. MsSO« 1.0 30 
iM, NaHCOa 2 glucose 1 1 . 1 p 
H : 7.6 5) fei*tUfclO«IV^^jrx«IMiWBS 

VJ^-fa— 9-- (NEC Son-eUType 45196A) JtVS 
SATyr (NKC Sair-ei.Type 1236) titLX^y 
^mi^^^:3-y— (RIKADENKI B-50) JitrfeSLfc. 
(0116] mmi 1 461 incubstioa LXt^kt.X^ 
( 1 0-»M) ^s^tTWMas^fW:. 

t:, lKIK«:^»20«l8ntJ{«U IURfl:«4M&4F-17 

«<oh s ynvmmt^(>mimi^)M^, 

(01171 bX5'5>ZM«fflll4«*ta*fc:. 5 

(l-'^yr^;^-lH— ^sry[4.5- 
c] *y»;v-4-T5v) . wy^xvtH^sv 

(DMSOO7^jrx«|9<trc<0«iliSfletl0. 
IX) Lfc. 

(0118] ( 2 ) }$« 

mWfiOtA^S^-DUifcSOXIWWilt 50 
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iMi^HK^aK ( I cm«) »»t«>« 1 (z^. sat 

0122. 24. 27. 29X^3 imk6im±S^7xy 
(01 1-9 3 

(«1] 



«1 









>io-»iii 






liaiM2 2 


8.4X10-'M 


niM2 4 


4.0X1 O-'M 


mmzi 


1. 9x10 -H 


XMI2 9 


S.4xlO-»M 


iOHiai 


2.2X10-»1I 



(01201 (9mm34) 

MWi4»»<OBa I b/c V>X (tt) tB*^Wr 

(01211 <Dr-WKm<rmm 

0. 95«a[<l:■^ h !;'>A*jB«[2 0«IC-^^b a "^b^ 
~ (DawtophoigoidesptenMvaBinuB : International B 
iologlcals.lnc.:Lot.No.l4679) 1 sfrjfitOL. 30nl 
<0*«>^-f X^'-y ht:»L. *}ftT, 4 0 00—4 5 
0 0^p■T**>'*■^>fXL«: (BBMrp-C^t^^'-t-^X 

-^>fXL>t) . :^'ei''•^>fXLy^jSjK{■5o■l<oiliu^r 
mtTimikmt^^L^tz (ssa) . c«Hif^& 2iiitiO£ 

-r^i:fe:J:r»T, JSiBB. i8«Ct»fc. «IH4c (RO 

*) r+»mfLt:mifim (E^mmm) •. seaaicBs c 

eliulose Tubinng) t:. JS«A. B. Ct<^fV-Wl«A 

L. 4xrro-9?«i«:-M-y'>A*»iBtr«LT— 

ii«ftif->/i. iS«r««Ttt. JWBA. B. CiO^V 
^<^ff>&:^>'''^7£Ji#-y h (Protein assay Raasen 
t Ba Kit : PIERCE, inc. ) Xm&L. ^-'VOlSSfrSO 
Oug/min^y/^^matlzKtiXiK.. 0.9%Miti' 
h*J*>J^}kmiSXmiLfz. iii^.<03«««:ffl^L-C 

1 5Bifl5.-fcy7^t:u>-f-A-rci OBiToiMtL. 
(oi22]ea^&t^iB 

?B-e»n««:r-inJH»i«C40^ 1 SMSttlt^trt 
t^trStmittLt:. JSmf^^ (f-zl^lt 

«) twv». -T-^x^DaaKoftTtcc^oiRataoo^isi 
{ 0 1 2 3 1 ss(;t«aafr2 1 Bfic. o.9x<m: 



(17) 



3 1 

(01241 9AmaKUi.vmmm*:<^)mm 
tzsattvmLtz. mvLLr:&m^i^ oximtnu^'j 

H^Wrmm, A^9iA%:mi>tz 

inM(4oofii)r. iKii)^icmmt:»)mmmkt: 
[01 251I1IM4K (%) = I imtm^mommm. 

R) } XI 00 

{01 2 7]fi»«tt#-^ 

(tf^tSlttt : OecliBive dressing tedmi^ie* 
. «2 
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10 



20 



• (ODT) ) 

yt-y j l iW i ail7 y (Joham t Mumon ICOICM. IN 

(01 28]«BnB-<SBB (Sfitttt) -*«&SB 

(ff-3B) 
[0129] <2)ttJR 

29^>f $^%H«Mf. msmit^m(02%9im. o.i 

> ^ V>tWf t H»J3Lh«WI Lfc. 
(0130] 
(«2] 



a.»±o.3s 



SML8±lSt.9e 



WMI220ftMI<2X«tfl) I 
0. 12llttOW»*<»>»'/>wj 



1M. 0± 33.22 



1237. B± 33.76 



2fL«± 60. M 



70L37 



S4.29 



[0131] 



ma 



K « [«3] 



mnmm/cminmmw 



12.I0±S.00 



371. 42± 71.01 



217. 40± 38. SI 



«i»l2 20ft»«l <2Ktt«) 

«ift2 70ft»<i (2Xtt«) \ 5 l 235.60± 07.11 
»m2 90ftMI (2Mtt«> 



61.80± 1L64 



WM<31gMt<MII (2Ktt«> 



382. 00± 97.71 



I60l76±I3LSI 



4L46 



83.38 



38.68 



2. S3 



S6.99 



[01321 (iyt«35) 



(tt) xomxLimsanmitmsinattzmiuimL 
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[0 1 33) mUfBcVfOS 

-.4 3(8). P1099.1994) . "TSfiJ^. WfiTil'T' 
(OVA) 1 iigi:*Bm:TA'S='>A*'A' (alua) 4 

fc. S«420B<oa^l 0Bf»C:x-T-/M»TK:5 
AisOVA (2 0/tl) £S(cmfittL^. SSCiil) 
rii. i»r<^>Mi»Mt<fe«>OVA<0fti>9(c£aM 
ff(^«rlft4--r«StrK(^. 10 

{ 0 1 34 1 e2ffilURMKie<r>«g 
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Title compds. 1 (X = H, halo; m = 1-9; n = 2-12), which show eosinophil 
infiltration inhibition and antihistaminic activity, are prepd. Eight 
types of intermediates for I are also claimed. An EtOH soln. contg. 0.12 
g 1- [3- ( aery lamino) propyl] -IH-imidazo ( 4 , 5-cl quinoline-4-amine (prepn . 
given), 0.13 g 4- (diphenylmethoxy)piperidine.HCl, and NaHCOB was refluxed 
overnight to give 75 mg I (X = H, m = 2, n = 3), which in vitro inhibited 
histamine-induced contraction of tracheal muscle of guinea pig with IC50 
of 3,4 .times. 10-7 M, vs. 1.5 .times. 10-7 M, for diphenhydramine . HCl . 
An ointment contg. I was formulated. 
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